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TI Dendritic cell numbers in the blood of HIV-1 infected 

patients before and after changes in antiretroviral therapy. 

SO Journal of clinical immunology, (2004 Nov) 24 (6) 647-52. 
Journal code: 8102137. ISSN: 0271-9142. 

AU Finke Jennifer S; Shodell Michael; Shah Kokila; Siegal 
Frederick P; Steinman Ralph M 

AB Antigen presenting dendritic cells (DCs) can serve as sites for 

HIV replication and as vehicles for transmission of the virus to T 

cells. It is known that the numbers of DCs in blood is reduced during 

HIV-1 infection. Here we monitored the two major subsets of blood 

DCs in 12 individuals undergoing a change, primarily initiation, of highly 

active antiretroviral therapy. The numbers of plasmacytoid DCs were 

reliably higher on therapy, although in the 1-3 month interval we 

followed, these numbers did not return to those seen in HIV 

uninfected controls. An increase in plasmacytoid DCs was accompanied by 

an increase in IFN-alpha production in response to a standard challenge in 

culture with UV- inactivated herpes simplex virus. The levels of myeloid 

DCs also demonstrated an increase while on HAART, and these numbers become 

comparable to the HIV uninfected controls. The numbers of 

plasmacytoid and myeloid DCs varied inversely with the levels of plasma 

HIV viremia. These longitudinal studies extend prior work showing 

that virus infection with HIV leads to a decrease in the number 

of dendritic cells in blood, and that this can be reversed at 

least in part by therapy. 
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TI HIV-1 -infected monocyte -derived dendritic cells do not 

undergo maturation but can elicit IL-10 production and T cell regulation. 

SO Proceedings of the National Academy of Sciences of the United States of 
America, (2004 May 18) 101 (20) 7669-74. Electronic Publication: 
2004-05-05-. 

Journal code: 7505876. ISSN: 0027-8424. 



AU Granelli-Piperno Angela; Golebiowska Angelika; Trumpf heller Christine; 
'» Siegal Frederick P; Steinman Ralph M 

AB Dendritic cells (DCs) undergo maturation during virus infection 
and thereby become potent stimulators of cell -mediated immunity. 
HIV-1 replicates in immature DCs, but we now find that infection 
is not accompanied by many components of maturation in either infected 
cells or uninfected bystanders. The infected cultures do not develop 
potent stimulating activity for the mixed leukocyte reaction (MLR) , and 
the DCs producing HIV-1 gag p24 do not express CD83 and 

DC-lysosome-associated membrane protein maturation markers. If different 
maturation stimuli are applied to DCs infected with HIV-1, the 
infected cells selectively fail to mature. When DCs from HIV 
-1-infected patients are infected and cultured with autologous T cells, 
IL- 10 was produced in 6 of 10 patients. These DC-T cell cocultures could 
suppress another immune response, the MLR. The regulation was partially 
IL- 10 -dependent and correlated in extent with the level of IL-10 produced. 
Suppressor cells only developed from infected patients, rather than 
healthy controls, and the DCs had to be exposed to live virus rather than 
HIV-1 gag peptides or protein. These results indicate that 
HIV-l-inf ected DCs have two previously unrecognized means to evade 
immune responses: maturation can be blocked reducing the efficacy of 
antigen presentation from infected cells, and T cell -dependent suppression 
can be induced. 
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TI CD8+ T cells from most HIV-l-inf ected patients, even when 

challenged with mature dendritic cells, lack functional recall 

memory to HIV gag but not other viruses. 
SO European journal of immunology, (2005 Jan) 35 (1) 159-70. 

Journal code: 1273201. ISSN: 0014-2980. 
AU Arrode Geraldine; Finke Jennifer S; Zebroski Henry; Siegal Frederick 

P; Steinman Ralph M 
AB Chronically HIV- 1-infected patients fail to contain their 

viremia despite high frequencies of HIV-l-specif ic , 

I FN -gamma -producing CD8 (+) T cells. However, these cells are known to 
exhibit both phenotypic and functional defects. We tested if mature 
dendritic cells (DC) could correct defective HIV-1 

gag-specific T cell responses and if responses to other viral antigens 
were comparably affected. The circulating gag-specific CD8 (+) T cells in 
fresh blood reliably produced IFN-gamma but lacked IL-2 and high perforin 
levels and failed to expand significantly during culture with mature DC 
presenting HIV-1 gag peptides. In contrast, CD8 (+) T cells from 
long-term nonprogressors contained gag-specific IFN-gamma and IL-2 double 
producers, and the numbers of IFN-gamma producers expanded approximately 
15 -fold during culture with DC. DC from chronically infected patients 
could expand IFN-gamma- and IL-2 -producing cells specific for influenza, 
cytomegalovirus and Epstein Barr virus, and the expansions were comparable 
to those in healthy donors. When the proliferative capacity of CD8(+) T 
cells from progressor patients was assessed by CFSE dilution, 
proliferation to other viral antigens was more vigorous than to 
HIV-1 gag. Therefore, monocyte -derived DC from HIV 

patients present viral antigens effectively, but there is a selective 
inability to expand CD8 (+) IFN-gamma -producing and IFN-gamma and IL-2 
double -producing T cells when challenged with HIV-1 gag. 
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